
Tdrphonot 4044634161 
FAX; 4bc2534202 

July 8,2004 

Philippe Sims, President and CEO, 
bioM&ux, Inc. 
100 Rodolphe Street 
Durham, NC 27712-9402 

Dear M r. Saris: 

During an inspection of your ti located at 100 RpQlphe !%rcct, Durham,, NC on 4/13-4/30/2004, our 1T: . 2 investigators determ ined that your firm  m  iswho diagnostics (immunodiagnostic, 
ftemostasis, and m icrobiology reage&/te@ . Thw jroducts anz devices as defkd by Section 201(h) 
of the F&al Food, Dnrg, and Cosmctk Act (the AC%}, 21 U.S.C 5321(h). 

1. 

2. 

camplaint~ reprcwnhg evd.s that we MDRqmzib~e were not promptly r&wed, cvahu~U, 
and investigated by a de@uatcd individual, BS required by 21 CFR 820.19%(d). Spcoifically, 
you failed to vptly IUKI adquaMy invtigate complaint w182829 which was received on 
_. Tb canplaint involved a old child who was treated in the emergency room  aik 
a EGbtiLe tintiion. The cxihure was poxitie with a gram  negative Mcteria (GNB) and the 
child was admitted and &xtad on N antib&.ic~. The ~k&on~er had qxxkd that the subcuhe 
revealed Bacillus and the BacTI~T dtnre media bottle wa6 contaminattd p&r to 
inocufation. Your ikn’s investigadon into this compiaint was still outst8nw as of the date of 
the inspection. 

Failure of management w&b ~~$cutivc rqonsibi&y to ensure that an adequate and &ective 
quality 5yBtm has btttl implemented and maintained at all levels of the tJrgm&don, as req& 
by 21 CFU 820.20. SpecZklly, $re QuaI@ &ananoc (QA) unit is not ovemecing overall 
product quality. The QA, unit does not ha= indqcmhca and authority over the releaschqjection 
of manuEBctuxcd lots v&& do not wnfhm to quality standards. Also, the QA unit is not 
invohttd iti the imrcstigatian of d&w failures a&x product relcasc. Managcnuw with 
executive rcsponsibilty has not ensured &at tie fI,nn has impkmented all acrions newkd to 
corrtct problem  areu and prevent the reum tnw of the contazniuicm of the: BacT/AURT 
media bottles. 
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3 . Fa i lu re  to  a d e q u a te ly  va l idHe a n d  app rove  accord ing  to  e e ta b tiskd p rocedures  a  p rocess  w h o s e  
m su Its c a n n o t b e  fil ly ver i f ied by  subsequen t i n spmon  a n d  tes t, as  requ i red  by  2 1  C F R  
8 2 0 ,75(a ) . Spec i fkatly, your  firm  has  fa i l4  to  a d e q u a te ly  v& la te  th e  a u toc lave  cyx4e fa r  th e  
n e w  plast ic B a c T /L E R T  b o ttles . 

4 . Fa i lu re  to  es tab l ish  p rocess  con trol p rocedures  th a t descr ibe  any  process  con troLs necewuy  to  
ensu re  con fo m a n c e  to  speci f icat ions, as  requ i red  by  2 1  C F R  8 2 0 .70 (a ) . For  examp le , ynu  firm  
does  n o t have  a  m a s te r  S O P  dew ing  th e  req t& m e M  fo r  conduc tin g  M h a M y  stUIi@ , 
inc lud ing,  b u t n o t l im ite d  to : conduc tin g  appropr ia te  m icrob io log ica l  cha l lenges ; d e te rm in ing  

. a n d  measu r i ng  b i obu rden  resistance;  d e r & M i n g  a n  appropr ia te  S teri l i ty A ta m e  Leve l  ( S A L )  
fo r  p roduc ts exposed  to  a  te rm ina l  ster i l izat ion cyc le o r  es tab l i sh ing  a n  a d e q u a te  S A L . fix 
m icr& io log i~dy  con trokd p m d u c k , a n d  hav ing  a p p r o p tia te  samp l i ng  m e thod(s )  fo r  stexil i ty 
tes tin g  a n d  va l idat ion studies. Y o u r  fTLm lw n o t p rov ided  any  wri t ten a n d  app roved  S O P S  
desc r i~mg  p rocedures , s tandards,  r cqu i zmen t, o r  gu idance  fo r  emp loyees  to  use  in  es tab l i sh ing  
a d e q u a te  a u toc lave  cyc les b a s e d  o n  va l id  scient i f ical ly accep te d  m e thods  a n d  p rocews . 

5 . Fiti[m  T V  & & l ish t&  wLw in  p z ~ ~ e d u r e s  f& r imp len te n & g  w r e & e  a n d  p rev tp tive tie %  
as  requ i red  by  2 1  C F R  8 2 0 .100(a)( l ) .  For  examp le , th e  f& n  ir~cs ti@ i o ~  into tie  
c o n $ z & n & i o n  o f th e  B a c T /A L E R T  m e d i a  b o ttles  (FICA  f# )2c370) , wh ich  in~hx iu  C I@ .O D I~  
c o m p h IiIlts o f C o n ta m M Iio n  b @ m ing  in  ear ly  2 0 0 1 , a re  i r ladeQ l& c. Y o u r  f has  slot ye t 
imp lemen ted  al l’ o f th e  correct iv~ p x w e n tive ac tions  in  respo IW 5  to  th e  u n W r & ticm  
invest igat ions.  A s pa r t o f th e  ov tta u  cxxrect ive & ion  fo r  & e  c & a k n a t~  m e & a  W e %  Y o u r  

’ h s d h g  system  in  th e  B a c T /A L B R ,T p roduc tio n  a rea  wi l l  n o t p !? ~ e $ J ~  

A lso, your  fh m  ftikd to  i den tify a tl ac tions  n e e d e d  to  corrqcf  a n d  p n e v e n t th e  recur rence  o f 
m ycon fo rm ing  p roduc t a n d  o the r  qual i ty  p rob lems . Y o u r  fkm ’s & ikre invest& & n  (FICA  
M 3 - 4 0 5 )  in i t iated in  r espmse  to  m m crous  cus tomer  cump la in ts o f instabi l i@  in  S imp las tin  L , is 
i n a d e q u a te  il l th a t your  fh n  has  n o t ds te rm ia4d  th e  roo t cause  fo r  tbc  iot-to-lot variabi l i ty.  In  
response  to  cus tomer  comp la in ts, Cus to m e r  Serv ice  has  inwrrW ly & h u c te d  cus tomcn to  
ca l ibrate th e  P ro tb romb i i  T im e  (PT)  tes t to  tie  o u t qual i ty  coz& .u l  b ias  pr ior  to  us ing . Y o u r  
i b m  has  r e c o m m e n d d d  dit ion; howeve r , your  k has  n o t d ttann ined  th e  roo t cause  o f 
th e  r e a g e n t’s instabi l i i .  

6 . Fti lurc to  inyest igate w h e r e  necess8ry  comp la in ts invo lv ing th e  poss i i le  fa i lu re  o f a  devk  fo  
m a  m y o f its spaci f ichns,  as  rsqu i rad  by  2 1  C F R  8 2 0 .198 ( (= )  For  emrnp le , yorpr  & T O  
rece ived  a t least  e igh t (8)  wmp la in ts c o n & g  t& c h igh  a m i m a tic ccm trol r e m & s  o f 
Fibr iquik, .  A n  invest igat ion into & se  comp la i n&  has  n o t b tG 0  ~ c & x L & . A lso, your  b  
dved  a  Comp la i n t d a te d  4 /1 7 /0 3  in  wh ich  a  cus tomer  W kate fl fece iv ing  a  fa lse  n e g a tive 
red t f& n  8 n  F A B a c T /A lB R T  m sd iabo ttle . Y O L V  firm  d id  n o t invest igate this comp la in t, 

7 . Fa i lu re  to  have  c o m p k te  p r w & fe 8  fo r  m o n i to r ing  a n d  con trol o f pxwe8s  p a f8 m e te H  fo r  

* 
vsI ida~ e d  processes,  ss rcqu i rad  by  2 1  C F R  8 2 0 .75 (b ) . For  cxsnple,  your  firm  h a a  n o  
p tiu res  for the r0ut im san i~on  o f th e  U S P  w a ter  6ys tem to  inc lude  eva lua tionk lean ing  o f 
th e  system  a fte r  exceed ing  th e  sct icnl l im its. 

8 . Fai l -  to  invest igate i n & a to m  o f n o twon iks&k to  da i te rmn ine  tt~ e  canw  o f th e  n o n c o & & m i ty, 
as  reql l i rcd by  2 1  C F R  8 2 O .IO O (a~2 ) . Spcc i fic~ .Uy, o u t~ f+ec i .& M o n  U S P  w a ter  was  n o t 
eva lua te d  in  th e  invest igat ion o f S i last in C  fin i shed  L o t #  1 6 1 .7 1 9 . T h e  bu lk  lot ( 1 3 2 1 4 6 B )  
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was found to contain 9.5 &x/ml of mold. This finished lot has exhibited vial-to-vial variability 
and four customer compltits related to this lot were received on 8&10/03. 

9. Failure to establish procedures for quality audits and to conduct such audits to assure that your 
firm’s quality system is k compliance with the established cluality system requiremeuta and to 
det&e the effecti~~ees of you: fir&s qtiity system, as required by 21 CFR 820.22. 
Specifically, the internal audits conducted in 2002 and 2003 did not COYM significant quality 
systems such as CAP& Complaints, Non-conforming products, Training, Purchasing, Labeling 
and Packaging, Identification and Traceability, Acceptance Activities, Statistical T&Ques, 
and Records. 

10. F&W to dabfish and main& procedures _for acceptawe activities, as required bg 21 CFR 
820.80(a). Specifically, your firm incorrectly excluded data pohts in the metennh&cm for 
Simplastin EXCEL for the following lot #a 161761, 161783 and 161763. Also, your writ&en 
procedure, TR 50.152, Jnvestigating Out-of-Control Reault& is not adequare in that the pro&we 
allows for the accepuuw of products that fall outside of ?he control limits. 

Additionally, the above stated inspection revealed that your devices 8tt misbmded withiu the mea&g 
’ :, ‘.:‘ * of seclio~ 502(t)(2) of the Act in that yaut firm failtd or mfbsed to fur&& material or i&rmation 

required by or under section 519 reapcaing the devices, and 21 CPR Part 803 (Medical Device 
Regulation Reporting regulation). Your firm failed to fiic (~1 adverse event report as zquired by 21 CFR 
803.50(a)(l). Spccifhlly, your firm failed to promptly report to the FDA one MD&f6porthk 
wnplaint that was received by your firm on OT about -03 cxmcmhg the instability of MDA 
Simplasth. The facility reported to your firm that it had been expaiebcing erratic WR (Iutur&nwl 
Normali& Ratio) and that a patient on Wrapeutic~had a stroke. 

Revkw of the submitted Medical Dev$x Reports &DRs) revealed that seven MDRs were not 
submitted witi the 30 day time-e. Some of the MDRs were submittad anywhere &om 3 montha up 
toaev~monthsaftffbecominZ:~~oftheMZlRreporZableincidmts. 

This ktter is not intended to be an all-inclusive list of defieieuui& at your f=ility, 
rwponsibility to ensure adherence to ea& req 

It is your 
uircm6nt of the Act and trcgulations. nlc sphfic 

j violations noted in this letter end in the FDA 483 issued at the close of the insption may be . symptomtic of serious mdc+ing probkms in your firm’s mmmfMmq -h-w-=- 
SysCelPS. 

You am mpomible for investiwg and deknikg causes of the violations identified by the FDA 
You also must promptly initiate pc2nmw&eve sndprcvelwiveacti~0nyouxqualitys~ 

Federal ag,cncics axe advised of the issuance of all warning letters about devices so that they may take 
this information into auxunt when eunsidaing tha awatt3 of contracts. Additicmdly, PDA will not 
approve any applications for premarkex approval (PM&t) for Class llf devices to which the Quality 
System regulation dcW6nci6s are rtadloxlpiby r&W until ti violathm ha. been corr6cted. Alara* ho 
request for ~catcs For Export will be apprwed unfil the violations r&ted to the subject kicw 
have ban txxTect6d. 

You should taka pmmgt actim to come!t these violations. Failure b promptly cdrrtct these viulaticms 
may mult in regulatury action being initiated by PDA without further no&x 
an!! not limited to, actions for lecizure, in@rEtion, andlor CiMix monay paaattia 

These action include, but 
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Please provide this office in writing within frf’teen (15) working days of receipt of this letter a report of 

’ 
the specific steps you have taken, or will take, to identify and correct the noted violations, including an 
explanation of each step being taken to ensure that similar violations will not recur. If corrective actions 
cannot be completed within fBeen (15) working days, state the reason for the delay and time witbin 
which the comctions will be completed. 

We acknowledge receipt of your letter dated May 20,2004 which was in response to the FDA 483. WC 
are currently reviewing your response letter. You may refer to your May 20,2004 response in y&r 
answer to this warning L43tter. Please send your response to the attention of Serene N. Ackall, 
Compliance Officer at the address noted in the letterhead. If you have any questions about this letter, 
you can contact Serene A&all at 404-253-1296. 

Sincerely, 

Atlanta District 
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